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Tracking HIV-Induced Peripheral Nerve Damage
Corneal nerve assessments can aid diagnosis and monitoring
of peripheral neuropathies, but corneal nerve alterations have
not been characterized in HIV infection. Dorsey et al (Am J
Pathol 2014, 184:1652e1659) developed and applied two
novel counting methods to determine whether SIV infection
leads to corneal nerve ﬁber loss. Both manual and automated
counting methods independently showed signiﬁcantly lower
subbasal corneal nerve ﬁber density among SIV-infected an-
imals that rapidly progressed to AIDS as compared to slow
progressors. Rapid progressors had increased levels of SIV
RNA and CD68þ macrophages and expression of glial
ﬁbrillary acidic protein by glial satellite cells in the trigeminal
ganglia. Additionally, corneal nerve ﬁber density was directly
correlated with epidermal nerve ﬁber length. Corneal nerve
assessment holds great potential for noninvasive assessment of
HIV-induced peripheral neuropathy in HIV clinical settings.
Floxacillin-Reacting T Cells Kill Liver Cells
Drug-induced liver injury represents a major safety issue,
resulting in withdrawal of pharmaceuticals from the market.
Wuillemin et al (Am J Pathol 2014, 184:1677e1682)
investigated the impact and mechanism of T-cell hepatotox-
icity mediated by ﬂoxacillin (FLUX), which is associated
with the HLA-B*57:01 allele. IHC staining of a liver biopsy
from a FLUXedrug-induced liver injury patient revealed
periportal inﬂammation and the inﬁltration of cytotoxic
CD3þCD8þ lymphocytes into the liver. In vitro cytotoxicity
of FLUX-reacting T cells from HLA-B*57:01þ healthy
donors was concentration dependent, requiring concentra-
tions in the range of peak serum levels after FLUX admin-
istration. Killing of target cells was mediated by different
cytotoxic mechanisms. These ﬁndings emphasize the role of
the adaptive immune system, especially activated drug-
reacting T cells, in HLA-associated drug-induced liver injury.
Autoimmune Uveitis Is CCR2 Dependent
Development of novel strategies to treat noninfectious, pos-
terior uveitis is challenging due to the limited availability of
appropriate animal models. Chen et al (Am J Pathol 2014,
184:1695e1705) modeled endogenous uveitis in mice deﬁ-
cient in the autoimmune regulatory gene Aire and examined
the role of C-C chemokine receptor type 2 (CCR2) in theCopyright ª 2014 American Society for Investigative Pathology.
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http://dx.doi.org/10.1016/j.ajpath.2014.03.015pathogenesis of autoimmune uveitis. Loss of functional CCR2
effectively reduced immune cell inﬁltration and rescued the
retina from destruction. CCR2-dependent migration of bone
marrow-derived cells provided the driving force for retinal
inﬂammation, with CCR2-expressing mononuclear cells
contributing to retinal damage through the recruitment of
CD4þ T cells. The CCR2 pathway offers a promising thera-
peutic target in the management of autoimmune uveitis.
Fetal Membrane Senescence Captured in Vitro
Preterm prelabor rupture of the membranes (pPROM)may lead
to preterm birth. Menon et al (Am J Pathol 2014, 184:
1740e1751) compared histological evidence of cellular
senescence and related biochemicalmarkers in fetal membranes
from term, preterm birth, and pPROM pregnancies. A majority
of pPROM and term cells were positive for senescence markers
p53, p21, and phosphorylated (p)-p38MAPK, with levels
signiﬁcantly higher than those of preterm birth fetal mem-
branes. Although induction of oxidative stress via in vitro
exposure to cigarette smoke extract (CSE) increased p-
p38MAPK, there was no detectable change in p-p53. Visible
signs of senescence (overall swelling of cells and organelles)
were evident in pPROM and term membranes in vivo and after
CSE treatment in vitro but were less apparent in preterm birth.
Premature senescence of the membranes is a mechanistic
feature in pPROM that can be phenocopied in an in vitromodel.
The Reactive Microvasculature Hypothesis
The speciﬁc cell types of origin and the spatial/temporal pat-
terns of reactive stroma initiation are poorly understood. Using
multiple-label immunohistochemistry and spectral deconvo-
lution microscopy, San Martin et al (Am J Pathol 2014, 184:
1860e1870) evaluated human tumor tissue arrays for com-
mon tumor microenvironment markers. CD34/vimentin dual-
positive reactive ﬁbroblast-like cells were observed in the
cancer microenvironment of human breast, colon, lung,
pancreas, thyroid, prostate, and astrocytoma. Similar recruit-
ment patterns were observed in human benign prostatic hy-
perplasia, mouse models of reactive stroma, and the initial
reactive stroma recruited to human xenograft tumors. Micro-
vasculature fragment analysis in organ culture showed that
ﬁbroblasts with identical phenotypic properties and markers
expanded radially from microvasculature explants. The reac-
tive stroma response thus appears to be conserved among
tissues, in normal repair, and in different human cancers.
